(E) and (F) Residue conservation of the N-terminal and C-terminal cassettes of Brr2, respectively calculated by ConSurf server (Ashkenazy et al., 2010) . The N-terminal cassette shows greater conservation at the ATPase active site than the C-terminal cassette. Table S1 are indicated with black, red and cyan triangles, respectively. (Pena et al., 2007; Galej et al., 2013; Weber et al., 2011) . This shows that the major changes in the Jab1/MPN domain upon Brr2 binding are at its N-and C-termini. (B) Crystal contact between the Jab1/MPN domain and the C-terminal Sec63 unit of a symmetryrelated molecule. In vitro pull-down assays ( Figure S4D) 2249 Asp * Pairs of contact atoms between Brr2 and the Jab1/MPN domain were identified by the CCP4 program CONTACT, using a cut-off distance of 4.5 Å. Residues containing the contact atoms are listed. Red lettering indicates H-bonding. Shading under Jab1/MPN residues indicates whether the residue is from the N-terminal part (blue) or C-terminal part (orange) of that domain. This table and Figure S4 show that in contacts involving the Jab1/MPN domain polar interactions are interspersed among van der Waals interactions, whereas with the FN3 domain polar interactions are extensive. Kondo et al., (2003) ; van Lith-Verhoeven et al., (2002) . b Binding was assayed using Brr2 and the GST-tagged fragment containing the RNaseH and Jab1/MPN domain (Maeder et al., 2009 ); NR, not reported.
Supplementary Methods

Ni-NTA pull-down experiment of the Jab1/MPN domain and C-terminal Sec63
His 6 -Brr2 1863-2163 (His 6 -C-Sec63) was expressed using pET28a vector (Novagene) in E. coli strain BL21(DE3) pLysS and purified by a Ni-NTA column using the same procedures as the Prp8 fragments. The His 6 tag was cleaved from C-Sec63 fragment by thrombin overnight at room temperature before passing the mixture through a Ni-NTA column to remove uncleaved protein and the His 6 tag. The protein was dialyzed against B150 (20 mM Tris HCl pH 8.0, 150 mM NaCl and 10 mM β-mercaptoethanol) and further purified on a MonoQ column pre-equilibrated with B150 using NaCl gradient from 150 to 1 M. His 6 -tagged Jab1/MPN domain (40 μM) was mixed with a two-fold molar excess of untagged C-Sec63 overnight in Ni250W buffer (20 mM Tris HCl pH 8.0, 250 mM NaCl, 10 mM imidazole and 10 mM β-mercaptoethanol). The mixture was incubated with Ni-NTA resin for 3 hours at 4 °C. The resin was washed with Ni250W buffer and the proteins were eluted with Ni250E buffer (20 mM Tris HCl pH 8.0, 250 mM NaCl, 250 mM imidazole and 10 mM β-mercaptoethanol). The input, flow-through, wash and elution fractions were analysed by SDS-PAGE gel ( Figure S4D ).
